[JJ RCULOSIS

June 21, 2011



1losis agg
N a patient bei
‘culosis:

tify significant drug interactions and the
ropriate action which should be taken

n for the common adverse effects and
determine whether they require discontinuation
of therapy.



Case

d man just admitted to the
homeless shelter with a 2

h with bloody sputum
loss over the past few

s positive for acid fast
‘and his positive chest X-ray with

y lesions leads to a diagnosis of

ulosis.



agents

1 combination for treatment



Isoniazid

most effective agent against Tb
roduction of mycolic acid,

lipophilic, ex
tissues.

olized primarily by acetylation which
genetic polymorphism. About 50% are
tylators.

INH has very few drug interactions.



Isoniazid

= Neurotoxicity
o Must give Vitamin B6 (pyridoxine) 25-50mg/day
Hepatotoxicity

8 Rifampin increases isoniazid toxicity through induction
of metabolism to a hepatotoxic metabolite (hydrazine)
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fampin

lve agent
se inhibition

teractions

icrosomal liver enzymes
CYP3A4 but induces broadly
s should be evaluated for interactions

s
Atorvastatin
o Warfarin






ifabutin

roved for treatment of Tb!!!!

ifampin but less significant
rac

s used in p.-lac
s receiving protease inhibitors
slightly less efficacious than rifampin.



apentene

rifampin in most respects

lons than rifampin but less
ard to interactions



inamide

rent compound -
crophages at pH<5.5



thambutol

t line drugs but
ther agents

nterferes cobacterial RNA

renal adjustment in severe
Adve ftects

= Hepatotoxicity

Optic neuritis (visual disturbances)



S to consider

ou respond to the development
oxicities?

atotoxicity |
btoxicity (peripheral? Optic?)
vain

| in the urine



Line Drugs

L

d for toxicity or resistance
than first line drugs



glycosides

cin=Kanamycin>

treptomycin and Capreomycin
ikacin and Kanamycin
nism of action

to the 30S portion of the ribosome - inhibits
protein synthesis



noglycosides

otoxicity

olyte abnormalities

teraction limited to additive toxicities



oquinolones

Approved!!!!

not use ciprofloxacin
floxacin probably has the best clinical data

tolerated but not much clinical data although
is published each year

= Rapidly becoming the most important second line
agents.



vcloserine

activity of the second line

dverse effects

= Psychosis

= Many others



2l ine Drugs Continued

it FDA approved!!!!

ects), neurotoxicity

sitating B6 supplementation

ysalicylic acid (

00t activity but generally well tolerated
es adjustment in renal dysfunction

nezolid - not FDA approved!!!
Anti-ribosomal - protein synthesis inhibitor

- Excellent in-vitro activity
= Clinical data unconvincing



lnvestigational Drugs

(Of course none of these are approved!)

Second generation oxazolidinones

SQ109 - second generation ethane diamine
Bedaquiline - diarylquinolones
Nitroimidazoles

= Delamanid

e NEW ENGLAN D
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Delamanid for Multidrug-Resistant Pulmonary Tuberculosis



nsiderations

R Tb is currently on:
butol, moxifloxacin,
salicylic acid and

for the following

Increasing AST/ALT






